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AB The present invention relates to new salts of omeprazole and esomeprazole 
resp., i.e. salts of 5-methoxy-2- [ [ (4-methoxy-3 , 5-dimethyl-2 -pyridinyl) - 
methyl] sulfinyl] -lH-benzimidazole and the (S) -enantiomer. thereof . More 
specifically, the present invention relates to adamant anammoni urn salt of 
the compds., formed by a reaction of omeprazole and esomeprazole resp. and 
adamantanamine . The present invention also relates to a process for 
preparing the compds. of the invention, a pharmaceutical preparation and a 

method 

for treatment of gastric related disorders by administering the compds. of 
the invention. 
IT 847951-87-5P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
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A process for preparing neutral esomeprazole in an amorphous form 
is provided comprising (a) providing an aqueous solution comprising a salt of 
esomeprazole; (b) neutralizing the solution with a neutralization 
agent to provide a neutralized solution;' (c) contacting the neutralized 
solution 

with an extracting solvent; and (d) recovering the neutral esomeprazole 
in an amorphous form. 
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OTHER SOURCE (S): MARPAT 146:258967 

AB The invention involves sustained-release pharmaceutical compns. containing a 
water-soluble ionic small mol. pharmaceutical agent complexed with an 
oppositely charged surfactant, particularly a natural bile surfactant. 
The complexes are sustained-release ionic complexes. The complexes 
release the ionic pharmaceutical agents into aqueous solution slowly and with 
zero-order kinetics. Thus, they can be formulated into sustained-release 
pharmaceutical compns. The invention also provides sustained- release 
pharmaceutical compns. containing a water-soluble ionic small mol. 

pharmaceutical 

agent complexed with an oppositely charged non-surf actant amphipathic 
substance, particularly benzathine or pamoate. For example, 
diltiazem-hydrochloride and sodium deoxycholate were sep. dissolved in 
water and then solns . were mixed. A precipitate of diltiazem-deoxycholate 
complex was formed. The precipitate was removed and formulated into tablet. 
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AB A process for the preparation of substituted 2- (2-pyridylmethyl) 

sulf inyl-lH-benzimidazoles compds . I [Rl = H, MeO or CHF20; R3 =• Me or 
MeO; R3 = 3 -methoxypropoxy , MeO or 2 , 2 , 2 - trif luoroethoxy ; R4 = H or Me] 
from a suitable solvent or a mixture of solvents in the presence of a 
quaternary ammonium compound For example, coupling reaction of 
2-chloromethyl-3-methyl-4- (2 , 2 , 2 -trif luoroethoxy) pyridine^HCl with 
2-mercaptobenzimidazole, and followed by oxidation by m-CPBA, gave crude 
lansoprazole. After purification in xylene/ethanol and in the presence of 
tetra(n-butyl) ammonium hydroxide, pure lansoprazole was 
provided. The pharmaceutical compns . of I were claimed. 
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AB The present invention relates to, inter alia, pharmaceutical compns . 
comprising one or more of an acid labile proton pump inhibitor, a 
buffering agent, and vitamin B12 ; to methods for manufacture of such compns., 
and to use of such compns. in treating and preventing diseases and/or 
disorders. For example, tablets contained omeprazole, vitamin B12, 
ferrous sulfate, sodium bicarbonate, .calcium carbonate, sodium carbonate 
and magnesium hydroxide. 
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This invention relates to a method of making oral formulations of 
practically water insol . , or very slightly water soluble proton pump 
inhibitors, the oral dosage forms so made, and methods of use thereof. 
The oral dosage form has a core tablet of compressed particles composed of 
powder particles of a pharmaceutical ly acceptable material, having coated 
thereon admixt. of an amorphous, salt form of a benzimidazole proton pump 
inhibitor produced in-situ; and a pharmaceutical ly acceptable, water-soluble, 
hydrophilic polymer having a surfactant functionality. The coated core 
tablet has a pharmaceutically acceptable sub-coating on the core tablet; 
and a pharmaceutically acceptable enteric coating on the sub-coating. The 
coated tablet may provide enhanced absorption when administered orally. A 
core tablet containing omeprazole 20.0 mg was coated with Opadry 03K19299 
5.517, and disodium hydrogen phosphate 0.184 to obtain a delayed-release 
tablet . 
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Sensitive quantification of omeprazole and its 
metabolites in human plasma by liquid 
chromatography -mass spectrometry 

Hofmann, Ute; Schwab, Matthias; Treiber, Gerd; Klotz, 
Ulrich 

Dr. Margarete Fischer-Bosch-Institute of Clinical 
Pharmacology, Stuttgart, D-70376, Germany 
Journal of Chromatography, B: Analytical Technologies 
in the Biomedical and Life Sciences (2006), 831(1-2), 
85-90 

CODEN: JCBAAI; ISSN: 1570-0232 
Elsevier B.V. 
Journal 
English 

AB A sensitive method was developed for the simultaneous determination of 
omeprazole 

and its major metabolites 5 -hydroxy omeprazole and omeprazole sulfone in 
human plasma by HPLC-electrospray mass spectrometry. Following liquid-liquid 
extraction HPLC separation was achieved on a ProntoSil AQ, C18 column using a 
gradient with 10 mM ammonium acetate in water (pH 7.25) and 
acetonitrile. The mass spectrometer was operated in the selected ion 
monitoring mode using the resp. MH+ ions, m/z 346 for omeprazole, m/ z 362 
for 5 -hydroxy -omeprazole and omeprazole- sulfone and m/z 300 for the 
internal standard (2-{ [ (3 , 5-dimethylpyridine-2-yl) methyl] thio} -1H- 
benzimidazole-5-yl) methanol. The limit of quantification (LOQ) achieved 
with this method was 5 ng/mL for 5 -hydroxy omeprazole and 10 ng/mL for 
omeprazole and omeprazole-sulf one using 0.25 mL of plasma. Intra- and 
interassay variability was below 11% over the whole concentration range from 5 

to 

250 ng/mL for 5 -hydroxy omeprazole and from 10 to 750 ng/mL for omeprazole 
and omeprazole-sulf one. The method was successfully applied to the 
determination 

of pharmacokinetic parameters of esomeprazole and the two major 
metabolites after a single dose and under steady state conditions. 
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AB The present invention relates to a process for stereoselective synthesis 

of substituted sulfoxides of formula I [R = (un) substituted 2-pyridinyl; X 
= -CH(R5)- or (un)disubstituted-ortho-phenyl; R1,R2,R3,R4 = independently 
H, alkyl;, alkoxy, halogen, etc.; R5 = H or forms an alkylene chain 
together with R] either as a single enantiomer or in an enantiomerically 
enriched form. Thus, 5 -methoxy-2 - [ [ (4 -methoxy-3 , 5-dimethyl -2 - 
pyridinyl) methyl] thio] -lH-benzimidazole is reacted with 

(R) - camphor sulfonyl chloride to form a mixture of 1- (R) -camphorsulf onyl-5- 
(and 6-)methoxy-2- [ (3 , 5-dimethyl-4 -methoxy-2 -pyridyl) methylthio] -1H- 
benzimidazole, oxidized to obtain a diastereomeric excess of 
1- (R) - camphorsulf onyl- (5- and 6-) -methoxy-2- [ (3 , 5-dimethyl- 4-methoxy-2- 
pyridyl) methyl- (S) -sulfinyl] -lH-benzimidazole over 1- (R) -camphorsulf onyl - 
(5- and 6-) -methoxy-2- [ (3 , 5-dimethyl- 4 -methoxy-2 -pyridyl) methyl- (R) - 
sulfinyl] -lH-benzimidazole. The diastereomers are separated by fractional 
crystallization and the separated 1- (R) -camphor sulfonyl- (5- and 
6-) -methoxy-2- [ (3, 5- 

dimethyl-4 -methoxy-2 -pyridyl) methyl- (S) -sulfinyl] - IH-benzimidazole is 
deprotected to give (S) -esomeprazole (II). 
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AB Single enantiomers or enantiomerically enriched mixts. of title compds. 

[I; R = Ql, Q2; X = CHR8 , Q3 ; R1-R4 = H, alkyl, alkoxy, halo, haloalkoxy, 
alkylcarbonyl, alkoxycarbonyl , oxazolyl, CF3 ; adjacent R1-R4 form 
(substituted) ring structures; R5, R7 = H, alkyl, alkylthio, alkoxy, 
f luoroalkoxy, alkoxyalkoxy , dialkylamino, piperidino, morpholino, 



10/569, 819 



phenylalkyl, phenylalkoxy ; R6 = R5, N02; R8 = H; R7R8 = alkylene; R9, RIO 
= H, halo, alkyl] , were prepared by reaction of racemic I with substantially 
enantiomerically pure R11ZY (Rll = chiral moiety with ^1 asym. 
center; Z = S02, SO, CO; Y = leaving group) to give diastereomers (II; 
variables as above) followed by separation of diastereomers and deprotection 
with acid or base followed by optional conversion to salts. Thus, racemic 
omeprazole reacted with (S) -camphor sulfonyl chloride to form a 
diastereomeric mixture and the diastereomers were separated by fractional 
crystallization from isopropanol, followed by cleavage with NaOH in MeOH/H20 to 
give esomeprazole . 
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AB Embodiments of the invention relate to a composition, a process of making the 

composition, and to the use of the composition The compns . include a mol . 
complex 

formed between an alkaline pharmaceutical drug and at least one selected from 
a hydroxy acid, a polyhydroxy acid, a related acid, a lactone, or 
combinations thereof. The compns. provide improved bioavailability and 
improved delivery of the drug into the cutaneous tissues. For example, 
diphenhydramine hydrochloride 29 g (0.1 mol) was dissolved in water and 5 
N sodium hydroxide generating diphenhydramine free base. Gluconolactone 
18 g (0.1 mol) was added to form a mol. complex of 0 . 1 mol diphenhydramine 
free base with 0.1 mol gluconic acid/gluconolactone . The solution thus 
obtained was used for various forms of topical formulations including 
oil-in-water creams, lotions, gels and solns. 
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AB The present invention is directed to reverse micellar formulations for the 
delivery of hydrophobic or lipophilic compds . , particularly therapeutic 
compds. The formulations contains one or more non-ionic surfactants or a 
mixture of nonionic and ionic surfactants, a hydrophilic phase composed of 
one or more hydrophilic solvents and/or solubilizers and/ or aqueous media, 
and one or more therapeutically active, hydrophobic agents. The compns. 
optionally further contain P-glycoprotein inhibitors, absorption enhancers 
or promoters, tight junction modulators, lipid membrane mobilizers, and 
antioxidants. For example, fenofibrate reverse micelle systems containing 
both hydrophilic and surf actant-miscible solubilizers were prepared containing 
PEG-8-caprylic/capric glycerides 6 g, PEG-4 lauryl ether 3.7 g, PEG 400 
0.15 g, water 0 . 15 g and fenofibrate 1 g. 
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AB The present invention relates to new salts of the single enantiomers of 
omeprazole, i.e. salts of (S) -5-methoxy-2- [ [ (4-methoxy-3 , 5-dimethyl-2- 
pyridinyl) methyl] sulfinyl] -lH-benzimidazole ( (S) -omeprazole) and 
(R) -omeprazole resp. More specifically, the present invention relates to 
1-cyclohexylethyl ammonium salts of the compds., formed by a 
reaction of (S) -omeprazole and (R) -omeprazole resp. and 

1-cyclohexylethylamine. The present invention also relates to a process 
for preparing the compds. of the invention, a pharmaceutical preparation and 
method for treatment of gastric related disorders by administering the 
compds. of the invention. 
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AB The present invention relates to the use of a powder comprising at least 
one active substance, at least one surfactant, at least one wetting agent 
and at least one diluent, for preparing a pharmaceutical or nutraceutical 
composition, this composition allowing rapid and immediate release of the 

active ( 

substance. Granules containing phloroglucinol 10, sorbitol 89, and propylene 

glycol 1% were prepared 



